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Short peptide sequences corresponding to T cell epitopes have 
been identified in the major cat allergen Fel d 1 . In order to 
directly activate allergen specific T cells in cat allergic 
asthmatic individuals, peptide* were administered by intradermal 
injection. Subsequently, a proportion of subjects experienced a delayed 
reduction of airway calibre manifested as a decrease in FEV ; 1 . Changes in 
lung function occurred approximately 3 h after peptide 

injection, peaked at 6 h and resembled an isolated late asthmatic reaction 
( LAR ) . Using molecular tissue typing techniques, it was determined that 
many of the individuals experiencing isolated LAR expressed particular 
HLA DR molecules These molecules were shown in subsequent 
experiments to bind individual peptide! within the preparation 
and thus to activate T cells in a major histocompatibility complex : 
MHC! -restricted fashion. The precise mechanisms whereby 
MHC restricted activation of allergen specific T cells 
gives rise to bronchoconstriction are currently under investigation. 
Copyright 2001 S Karger AG, Basel 
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Short peptide sequences corresponding to T cell epitopes have 
been identified m the major cat allergen Fel d 1 . In order to 
directly activate allergen specif ic T cells in cat-allergic 
asthmatic individuals, peptides were administered by intradermal 
injection. Subsequently, a proportion of subjects experienced a delayed 
reduction of airway calibre manifested as a decrease in FEV ( 1 ) . Changes in 
lung function occurred approximately 3 h after peptide 

injection, peaked at 6 h and resembled an isolated late asthmatic reaction 
(LAR) . Using molecular tissue typing techniques, it was determined that 
many of the individuals experiencing isolated LAR expressed particular 
HLA DR molecules These molecules were shown in subsequent 
experiments to bind individual peptides within the preparation 
and thus to activate T cells in a major histocompatibility complex ( 
MHC! restricted fashion , The precise mechanisms whereby 
MHC restricted activation of allergen specific T cells 
gives rise to bronchoconstriction are currently under investigation. 
Copyright 2001 S Karger AG, Basel 
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with the risk of systemic anaphylaxis, which, wrier, severe car. be life 
threatening. A potential 1/ significant reduction in the incidence of 
IgE mediated events during immunotherapy may be achieved by the use of 
short peptide! corresponding to T cell epitopes which, by virtue 
of ►heir size ai * ir.rar-ir > ~f ~?p :r.< ir. : allergen - 



' ' - : pept i de > . : . . • : •. • -r. . : : ■ , • - • . 
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improved efficacy may be achieved by using peptide* ,:f define.: 
major histocompatibility complex binding specificity administered a:\ 
incremental dose fashion comparable to conventional immunotherapy. This 
review will discuss the concept of peptide immunotherapy and the 
implications of recent studies. Copyright C Z ":■ C. C S. Karger AG. Basel. 



TI Peptide mediated immune responses in specific immunotherapy. 
A'J Haselden B.M.; Ray A . B . ,- Larche M. 

AB Conventional immunotherapy using whole allergen extracts has 

been shown to be an effective, disease modifying treatment in carefully 
selected patients with allergic conjunctive rhinitis, asthma and bee. 

A potentially significant reduction in the incidence of IgE mediated 
events during immunotherapy may be achieved by the use of short 
peptide* corresponding to T cell epitopes which, b/ virtue of 
their size, are incapable of cross linking allergen specific IgE 
bound to the surface of mast cells and basophils. Initial clinical studies 
have demonstrated degrees of efficacy which have, in some cases, been 
associated with adverse events occurring immediately or several hours 
after peptide administration. Preliminary data from studies 
employing shorter peptide! i20 amino acids or less: suggest that 
improved efficacy may be achieved by using peptide! of defined 
major histocompatibility complex binding specificity administered in an 
incremental dose fashion comparable to conventional immunotherapy. This 
review will discuss the concept of peptide immunotherapy and the 
implications of recent studies. Copyright 'C> 2000 S. Karger AG, Basel. 
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review 
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AB The early asthmatic reaction ; EAR ) is rapid and dependent upon 

IgE- mediated release of mast cell derived mediators such as histamine and 
leukotrienes . Degranulat ion of mast cells occurs following the 
crossl inking of allergen specific IqK mols. bound to the surface 
of nast cells via IgE receptors. In contrast, the late asthmatic reaction 
. LAR! is characterized by a progressive redn . in lung function. 
Intradermal administration of short overlapping peptides derived 
from chain 1 of the cat allergen FC1P, which did not cross link 
IgE, elicited isolated LARs with no visible eaily or late response i:; •> 
out of 40 cat allergic asthmatics. l,ARs were MHC restricted. 
Four of the 9 were HLA-DR13+ as compared with only 1 of 3 1 
r.omeact or s . The other 5 react ois expressed eithe: HRl :;: HR4 
confirm MHC restriction, fibroblast cell lines FCLs. 
transfected with HLA-DR mols. were used to present FC1P 
peptides to cat allergen specific T cell lines derived 
from subjects prior to peptide inject ion, FC1P3 was recognized 
in the context of DRB1*1301/1302 and induced specific T cell activation. 
T cells from a DR1+ responder proliferated and produced IL 5 in the 
presence of FC1P3 and DRB1*0101 FCLs whereas T cells from a DR4 + subject 
recognized FC1P2 when presented by DkBl*04 05. Thus, short 
allergen derived peptides can directly initiate an 
MHC restricted, T cell dependent LAR without the requirement tor 
an early IgE/mast eel 1 - dependent response, in sensitized asthmatic 

r .. .w - fl „ ► r '- • • '• < .-• • r. li" - - • . . . ■ . r PT t i '1 * « " 



peptide ^hJ^f j . i: -i - ; v-id : i , : t . ; . . :.. 
Laithe, msik 

The early a:;t h-a: . . :ei:: KA;- .. : .ii . i:.: 

IgE mediated release of -ast cell de::ve;i T.ei:a:. 
leukotrienes. Degranulat. ion of mast, cells occurs ! 
crosslinkmg of allergen specific IgK mols. bound r 
of mast cells via IgE receptors. In contrast, the 
LAP is char ar* e: i z«d rv a p^nif^r r -eir. \ 



o the 
late 



surface 
isthmat i c 
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ea:" . The c'.r.e: r rear; pxr:es 
confirm MHC restriction, fibroblast cell 
transfected with HLA DR mols. were :>sed t 
peptidei to cat allergen specific 7 cell 
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FClt 1 



in the context of DRB 1*13 01/1302 and induced specific T cell activation. 

T cells from a DR1+ responder proliferated and produced IL 5 in the 

preeence of FC1P3 and DRB1*0101 FCLs, whereas T cells from a DR4 + subject 

recognized FC1P2 when presented by DRB1*0405. Thus, short 

allergen derived peptide! can directly initiate an 

MHC- restricted, T eel 1 - dependent LAR, without the requirement for 

an early IgE/mast cell dependent response, in sensitized asthmatic 

subjects Furthermore, re administration of peptide was 

accompanied by a markedly reduced or abrogated lung response suggesting 

that T cell hyporeeponsivenesB was induced following the initial LAR. 

ST MHC IgE allergen peptide late asthma 

IT Allergens 

RL: ADV Adverse effect, including toxicity:,- BIOL (Biological study. 
{FC1P. MHC- restricted, IgE independent, allergen 
peptide induced late response in cat allergic asthmatics 
IT Histocompatibility antigens 

RL . BOC Biological occurrence 1 ; BSU , Biological study, unclassified ; 
BIOL (Biological study;,- OCCU .Occurrence': 
iHLA-HR; MHC restricted, IgE independent, 
allergen peptide induced late response in 
cat allergic asthmatics; 
IT Asthma 
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(MHC restricted, IgE - independent , allergen 
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RL ADV Adverse effect, including toxicity); BIOL (Biological study! 
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IT Interleukin 5 

RL, BSU Biological study, unclassified). MFM .Metabolic formation); BIOL 
(Biological study); FORM Formation, nonpreparat ive ) 
(MHC restricted, IgE - independent , allergen 
peptide - induced late response in cat allergic asthmatics) 
IT T cell (lymphocyte) 

(activation; MHC-restricted, IgE - independent , 
allergen peptide- induced late response m 
cat allergic asthmatics) 
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A method of desensitizing a patient to a polypeptide allergen 
the met. hod comprising administer ing to the patient a peptide 
derived f i on the allergen wheiem r es : i : ct : or. t.c a MHC 
Class II mol , possessed by the patient can be demonstrated by the 
peptide and the peptide is able to induce a late phase 
response in an individual who possesses the said MHC Class II 
mol. A compn . comprising a plurality of peptides derived from a 
polypeptide allergen wherein for at least one of the 
peptides in the compn. restriction to a MHC Class II 

mol, can be demonstrated, and the compn. is able to induce a late phase 

response in an individual possessing the given MHC Class II mol. 

The invention also relates to a method of selecting a peptide 

for use as an immunotherapeut ic agent for desensitizing a patient to a 

polypeptide allergen capable of eliciting an allergic response 



: MHC 
^ t.iae 



Larche, Mark; Kay, Anthony Barrington 

A net. hod of desensitizing a patient to a polypeptide allergen 
the met. hod comprising administering to the patient a peptide 
derived from the allergen wherein restriction to a MHC 
~ 1 a r «? T I rrc-' pepsessed bv t- he rV - v: h*> t r- * r i ' ^ '• ■ 



p a p t . d m 



popt id© 



MHC 



" ) ' " )• ' ' pep: : les :■ 

. al lergen *■:.>*: - . :. ' * : • 

pep t ides : ' y:: : r :~ : : : ■• . ' i MHC . 

-.a). . car. te demonstrated, ar.j 'he • is at ) e t i ) r 

response m an individual possessing the given MHC rias? i: ro 
The invention als3 relates to a method rf select ing a peptide 
for use as an immunotherapeut i c agent fci de ser.s 1 1 1 z i ng a patien 
polypeptide allergen capable of eliciting an allergic response 



TH'J 



PRP Properties 
; USES Uses: 
compns . comprising Fel d I 



in the patient, which patient possesses a particular KHC Class 
II mol . , the method comprising the steps of 1' selecting a candidate 
peptide derived from the polypeptide allergen, (2, detg. 
whether the candidate peptide demonstrates restriction to the 
said KHC Class II mol,, and 3) detg. whether the candidate 
peptide is able to induce a late phase response in an individual 
who possesses the said KHC Class II mol. 
Fel d I allergen allergy desens i t i zat ion ; immunotherapy 
KHC II allergen peptide desensit izat ion 
Allergens 

RL • BSU (Biological study, unclassified 
Therapeutic use • BIOL (Biological study 
;Der f I (Dermatophagoides farinae, I 
allergen epitope peptidea for desensit ization 
Allergeni 

RL BSU {Biological study, unclassified) ,■ PRP (Properties ; THU 
(Therapeutic use' . BIOL (Biological study) ; USES (Uses) 

(Der f II (Dermatophagoides farinae, II); compns. comprising Fel d I 
allergen epitope peptidea for desensit ization) 
Allergena 

RL . BSU (Biological study, unclassified,' PRP .Properties'; THU 
(Therapeutic use) . BIOL (Biological study) ; USES (Uses' 

(Der p I (Dermatophagoides pteronyss mu5 , I ; computs . cumpi ± s iny Fel 
I allergen epitope peptidea for desensitization 
Allergena 

RL BSU (Biological study, unclassified); PRP ^Properties) 
(Therapeutic use) BIOL (Biological study); USES (Uses) 
(Der p II (Dermatophagoides pteronyssinus , II;; compns. 
d I allergen epitope peptide! for desensitization) 
Allergena 

RL BSU (Biological study, unclassified) ; PRP (Properties) 
(Therapeutic use! , BIOL (Biological study) ,- USES (Uses; 
(Fel d I (Felis domesticus, I); compns. comprising Fel 
allergen epitope peptidea for desensitization) 
Histocompatibility antigens 

RL BPR (Biological process) BSU (Biological study 
.Biological study: ; PROC (Process; 

(HLA-DP; compns. comprising Fel d I allergen 
epitope peptides for desensitization) 
Histocompatibility antigens 

RL BPR (Biological process) . BSU (Biological study 
(Biological study) ; PROC (Process) 

( H1A - DQ ; compns. comprising Fel d I allergen 

epitope peptidea for desensitization) 
Histocompatibility antigens 

RL BPR (Biological process} BSU (Biological study 
(Biological study) ; PROC (Process) 

(HLA DR2 ; compns . comprising Fel d I allergen 

epitope peptides for desensitization 
Histocompatibility antigens 

RL BPR (Biological process) BSU (Biological study 
(Biological study) ; PROC (Process) 

(HLA-DR3; compns . comprising Fel d I allergen 
epitope peptidea for desensitization) 
Histocompatibility antigens 

RL . BPR (Biological process) BSU (Biological study 
(Biological study) ; PROC (Process; 

(HLADR4, compns. comprising Fel d I allergen 

epitope peptides for desensitization: 
Histocompatibility antigens 

RL . BPR (Biological process) BSU (Biological study 
(Biological study) ; PROC (Process) 

(HLA-DR7, compns. comprising Fel d I allergen 
epitope peptidea for desensitization) 
Histocompatibility antigens 

RL : BPR (Biological process), BSU (Biological study 
(Biological study) ,- PROC (Process) 

(HLA-DR; compns . comprising Fel d I allergen 
epitope peptidea for desensitization 
Histocompatibility antigens 

RL ; BPR (Biological process'; BSU 'Biological study, unclassified ; EIOL 
Biological study ; PFOC Process 

■KHC (ma;or histocompatibility complex , class II: compns. 
comprising Fel d I allergen epitope peptides for 
desensiti zat ion 
B i oassay 

(T cell proliferation; compns. comprising Fe L d I allergen 
epitope peptides foi dfrpr.si^izat i: 1 :^ 
Cell proliferation 

■ T cell, bioassay,- compns. comprising Fel d I allergen 
epitope peptides for desensitization 
Worm 

allergen of meal worm; compns. comprising Fel d I 
allergen epitope peptidea for desensitization 

Bee 

Beetle Coleoptera 
Blattar ia 
Calliphora i f icina 
Call iphoridae 



THU 



comprising Fel 



unclassified',- BIOL 



unclassified) ; BIOL 



unclassified:,- BIOL 



unclassified); BIOL 



unclassified'; BIOL 



unclassified ,- BIOL 



unclassified); BIOL 



ju i nea pig Ca v : ^ p : . . 
Honeybee 

Horse ■ Equus cabal 1 us 
Housefly .Musca domestica 
Mamma '! MaTi^a ' : -i 



?. agweed A~^. : : i i 

Rat. 

^heep 

S i ] kworrr, 



Spider 
Swine 
Tree 
Weed 
Weevi 1 

(allergen; compns. comprising Fel d I allergen 
epitope peptides tor desensitization: 
IT Tenebrio molitor 

(beetle allergen; compns. comprising Fel d I allergen 
epitope peptides for desensit i zat ion : 
IT Allergy 

Drug delivery systems 
Immunotherapy 
Protein sequences 

(compns. comprising Fel d I allergen epitope peptides 
for desensitization) 
IT Allergens 

RL : BSU (Biological study, unclassif ied : ,- PRP 'Properties:; THU 
(Therapeutic use); BIOL (Biological study'; USES (Uses; 
(compns. comprising Fel d I allergen epitope peptides 
for desensitization; 
IT Cochliomyia hominivorax 

(fly allergen; compiis . uuitipi iainy Ftrl d I allergen 
epitope peptides for desensitization; 
IT T cell (lymphocyte) 

(proliferation, bioassay; compns. comprising Fel d I allergen 
epitope peptides for desensitization; 
IT Fly (Diptera) 

(screw worm; compns. comprising Fel d I allergen epitope 
peptides for desensitization; 
IT Insect (Insecta! 

(stinging, allergen; compns. comprising Fel d I 
allergen epitope peptides for desensitization 
IT 136796 93 -5, 23 92 - Glycoprotein TRFP (Felis catus chain 1 i so form A 
protein moiety reduced' 185812 53 7 19' 7 169-94 1 197170-0 3-6 
197170-01-7 197170 07-3 197170-23-3 197170-34 6 197170 36 8 
229020-52-4 229020-53-5 229020 54 6 229020 55 7 229020 56-8 
229020-57 9 229020 58-0 229020-59 1 229173 24 4 
RL: BSU Biological study, unclassified: PRP (Properties,' ; Tin 
'Therapeutic use} ; BIOL (Biological study!. USES (Uses) 
{compns. comprising Fel d I allergen epitope peptides 
for desensitization! 
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Immunoglobulin E independent, major histocompatibility 
complex restricted T cell peptide epitope induced 
late asthmatic reactions. 
Haselden B H; Kay A B; Larche M 

Department of Allergy and Clinical Immunology, national 
Heart and Lung Institute, Imperial College School of 
Medicine, London SW3 6LY, United Kingdom. 

JOURNAL OF EXPERIMENTAL MEDICINE, ;1999 Jun 21! 189 [12] 
1885- 94 

Journal code: 298E.109R. ISSN: 0022 1 007. 
United States 

CLINICAL TRIAL; 
Journal, Article,- : JOURNAL ARTICLE 
Engl ish 

Priority Journals 
199907 

Entered STN : 19990806 
Last Updated on STN: 20000728 
Entered Medline: 19990726 
Intradermal administration of short overlapping peptides derived 
from chain 1 of the cat allergen Fel d 1 ;KC1P; that did not 
cross-link IgE, elicited isolated late asthmatic reactions with no visible 
early or late cutaneous response in 9/40 cat allergic astnmati:s. Four of 
the nine were human histocompatibility leuK>c >-t e antigen DRIj positive, as 
compared with only 1/31 nonreactors . The other five reactors expressed 
either DR1 or DR4 . To confirm major histocompatibility complex 
restriction, fibroblast cell lines transacted with HLA DR 
molecules were used to present FClPs to cat allergen specific 7 
cell lines derived from subjects before peptide injection. FC'll'J 
peptide 2b 4 4 of Fel ci 1 chain 1 was recognized in the I'onte-it 
of DR13 alleles DRB1*13C1, 1302 and induced specific T :ell 
proliferation and IL 5 production. T eel', s f l :irr. a L?R1 * :espe-;je: 
proliferated and produced IL 5 m the presence of FC1P3 and DR 1 
:DRB1*01C1 1 fibroblast cell lines, whereas T "ells from a DR4 subject 
recognized FC1P2 peptide 22 37 when presented by DRB1*0405. We 
conclude that short, allergen derived peptides can 

directly initiate a manor histocompatibility complex restricted, T 

c e 1 1 dependent late asthmatic reaction, without the requirement for an 

early IgE/nast cell dependent response, in sensitized asthmati- subjects. 

Immunoglobulin E independent major histocompatibility complex restricted T 

cell peptide epitope lr.duced late asthmatic reactions. 

Haselden B M ; Kay A B ,- Larche M 

Intradermal administration of short overlapping peptides derived 



H LA 

i . + ft i 9 e : , 

t-. ■ ; , i ,t : . i t- peptide c . '. . :.. peptide 

and DR1 I^BI'j;;: f a xoblast eel 1 line:;, whereas ".' rel 1 - 
subject recognized PC lt ; 2 peptide ^2 3" when present e i i" 
CRB1*0405. We conclude that short, allergen derived 
peptides can directly initiate a major histocompatibility 



•Al larger, si AL , a dm i n 



* As t hma : I y. , i nnu nc cay 
Basophils: IH. immune I nay 



HLA-DR Antigenit AN, analysis 

Histamine: IM, immunology 
•Immunoglobulin E: IM, immunology 

Injections, Intradermal 
•Major Histocompatibility Complex: IM, immunology 

Middle Age 

Molecular Sequence Data 

Peptide Fragments i IM, immunology 

*T- Lymphocytes : IM, immunology 

Tuberculin IM, immunology 
0 (Allergen« ! ; 0 (Glycoproteins ; 0 HLA DR Antigens .; 
0 (Peptide Fragments) ; 0 (Tuberculin; ; 0 (allergen Fel 

d I) 
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Peptide - induced late asthmatic reactions 
following MHC restricted T cell activation in 
vivo . 

Larche, M. ; Haselden B. M . ; Kay, A. B. 

Natl. Heart Lung Inst., Imperial Coll. Sch . Med., London UK 
Journal of Allergy and Clinical immunology, ;Jan., 1393; 
Vol. 103, No. 1 PART 2, pp. S2 04. 

Meeting Info.: 55th Annual Meeting of the American Academy 
of Allergy, Asthma and Immunology Orlando, Florida, USA 
February 26 -March 3, 1999 American Academy of Allergy, 
Asthma, and Immunology 
. ISSN: 0091 6749. 
Conference 
Enqlish 

Peptide- induced late asthmatic reactions following MHC 
-restricted T cell activation in vivo. 
Larche, M. , Haselden, B . M. Kay, A. B. 

and Molecular Biophysics, Immune System (Chemical Coordination and 

Homeostasis: ; Respiratory System (Respiration: 
Parts, Structures, & Systems of Organisms 

T-cell: MHC-restricted activation, blood and lymphatics, 

immune system 
Diseases 

allergic asthma: immune system disease, respiratory system disease 
Chemicals & Biochemicals 

Fel d 1: allergen; HLA; MHC [major 

histocompatibility complex] 
Miscellaneous Descriptors 
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Meeting Poster 
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Immunological events underlying the induction of T cell 
non- responsiveness . 

Larche M; Hoyne G; Lake R; Lamb J R 

Department of Immunology, St. Mary's Hospital Medical 
School, Imperial College of Science, Technology and 
Medicine, London, UK. 

INTERNATIONAL ARCHIVES OF ALLERGY AND IMMUNOLOGY, (1994 
Jul) 104 (3) 211-5. Ref: 4 3 
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T lymphocytes recognise antigen in the form of short peptides 
complexed with the class I and II products of the Major Histocompatibility 
Complex MHC). Cellular activation follows T cell recognition of 
peptide MHC complexes at immunogenic cell surface 

concentrations together with the participation of the app t opi : ate 

costimulatoi y signals. Interaction of TCRs and peptide 

MHC complexes under inappropriate conditions may result. :; 

antigen- specif ic non- responsiveness , commonly referred to as anergy. Here 

we review some recent model systems which have been employed to study the 

phenomenon of anergy and the use of peptides to induce 

antigen specific non- responsiveness both in vitro and in vivo. 

Larche M; Hoyne G; Lake R,- Lamb J R 

T lymphocytes recognise antigen in the form of short peptides 

complexed with the class I and II products of the Major Histocompatibility 

Complex MHC . Cellular activation follows T cell recognition of 

peptide MHC complexes at immunogenic cell surface 

concentrations together with the participation of the appropriate 
costimulatory signals. Interaction of TCRs and peptide 
MHC ' * <••-••< • —I-- v ' - ■ > • ■ 



Allergens t IM, immunology 

* Lyrnphccyte Trans format : cr. : I 
Mites : IM, immunology 
Models, Biological 

Peptides i IM, immunology 
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TITLE : Effect of T cell peptide! derived from 

Fel d 1 on allergic reactions and 

cytokine production in patients sensitive to cats: a 
randomised controlled trial 
AUTHOR: Oldfield W L G; Larche M; Kay A B 

CORPORATE SOURCE: Department of Allergy and Clinical Immunology, Faculty of 

Medicine, Imperial College, National Heart and Lung 

Institute, London SW3 6LY , UK. 
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AB BACKGROUND : Some patients with asthma who are allergic to cats and are 
injected intradermally with short, overlapping, T cell peptides 
derived from Fel d 1 develop late asthmatic reactions 
to the peptides, which are associated with a reduction in 
late -phase skin reactions induced by whole allergens and bronchial 
hyporesponsiveness to the peptides on the second injection. We 
aimed to ascertain the effect of multiple injections on the magnitude of 
the early and late phase skin reactions to intact allergens. METHODS; 
After a 9 week run-in period, we randomly assigned patients with asthma 
and allergies to cats to receive either Fel d 1 

peptides (90 microg in increasing divided doses: or placebo. The 
primary outcome was late -phase cutaneous reactions to whole cat dander. 
Outcomes were measured at baseline, 4 & weeks, and 3-9 months. Analysis 
was by intention to treat. FINDINGS: 16 patients were randomly assigned to 
the peptides, and eight to placebo. All patients completed the 
course of injections. Four of the If patients on Fel d 

1 peptides had initial late asthmatic reactions, but could be 
desensitised to the higher dose of peptide. Patients in the 
peptide group but not the placebo group had a significant 

reduction m the size of their '.ate reaction to whole cat dander between 
baseline and both follow-ups, but the diffeience between groups was not 
significant (first follow up, difference 412.8 mm ( 2 : [95% CI 1115.0 to 

2 6 9.4], p=0.43; second follow up 1180,8 rai'2 1 [-2216.8 to -144.8], 
p=0.058} . The size of the late reaction to Fel d 1 

significantly differed between treatment groups at both follow ups . At 

second follow-up, the size of the early reaction to Fel 

D 1, but not to whole cat dander was significantly reduced in 

those on peptides compared with those on placebo. The 

concentration of interferon gamna a::d of interleukin 4 and 13, and the 

amount of proliferation, significantly decreased between baseline and 

second follow-up, and the concentration of interleukin 10 was 

significantly higher in patient:* on peptides, however, none of 

these values differed significantly between groups. Patients on 

peptides had a significantly great.ei decrease in the concentration 

of interferon gamma and interleukin 13, and in the amount of proliferation 

between baseline and first follow up than did those on placebo. 

INTERPRETATION: Several, short, ovei lapping Fel d 1 

T cell peptides have potential in tieatment of cat allergy. 

Tl Effect of T cell peptides derived fiora Fel d 

1 on allergic reactions and cytokine production in patieets sensitive 
cats: a randomised controlled trial. 

AB BACKGROUND Some patients with ,i!./.r.ra who are allergie t c r^i: i- io.i .ire 
injected intradermally with short, ovei lapping, T-cell peptides 
derived from Fel d 1 develop late at-thmat ic reactions 
to the peptides, which are associated with a reduction in 
late phase skin reactions induced by whole allergens and bronchial 
hyporesponsiveness to the peptides on the second injection. We 
aimed to ascertain the effect oi multiple injections on the magnitude of 
the early and. . . allergens METHODS ; After a 9 week run in period, we 
randomly assigned patients with asthma and allergies to cats to receive 
either Fel d 1 peptides :90 microg in 

increasing divided doses, or placebo. The primary outcome was late phase 
cutaneous reactions to whole cat dandei . Outcomes. . . baseline, 4 8 



t-f . peptides 



.ate reaction to Fel d 1 s i gn i f . car.* 1 y differed 

between treatment groups at both fellow ups. At second fellow u 

of the early reaction to Fel D 1, but rot. to whole cat. 

dander was significantly reduced in these on peptides compared 



pept ides *>■>■■ 

: "* ;: .] •:• I i' ; er.* e peptides :. i 

ie.rease ::: tee cer.cer.t : at i e :f :e.'e:f 
in the amc-ent of proliferation between 
did those or: placebo. INTERPRET AT I .IN : > 
Fel d 1 T ceil peptides have potential 
treatment of cat allergy. 
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SOURCE CLINICAL AND EXPERIMENTAL ALLERGY, 

1086 - 93 . 

Journal code 8906443. ISSN: 0954 7894. 
PUB. COUNTRY: England: United Kingdom 

DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE; 

LANGUAGE: English 
FILE SEGMENT: Priority Journal f- 
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AB BACKGROUND: To facilitate allergen removal from indoor environments, it 
would be helpful to have household cleaning products that modified 
allergenic activity. Because NaOCl dissolves proteins in high 
concentrations and is both capable of killing bacteria and viruses and 
inactivating viral antigens at somewhat lower concentrations, we explored 
its effects on Mus m 1 and othei indoor allergens. OBJECTIVE: To examine 
the ability of NaOCl to reduce the allergenicity of Mus m 1 and other 
indoor allergens. METHODS; Using purified mouse urinary allergen, we 
examined the effect on protein measured by Coomassie protein assay and on 
Mus m 1 measured by ELISA. We also examined the effects using SDS/PAGE and 
Western blots probed with sheep anti Mus m 1 ani with allergic human 
serum. RESULTS: When NaOCl and Mus m 1 were combined in a molar ratio of 
100 : 1, IgE binding to Mus m 1 on Western blot was significantly reduced. 
At higher NaOCl concentrations the protein appeared to fragment and 
eventually became undetectable. Fragmentation appeared to be random in 
that peptidei of a wide range of apparent molecular weight were 
produced. The reaction was complete within 1-2 min at OHl ; pr ratios of 
greater than 200 : 1 and was optimal at pH ' 7 .4. Immunological activity of 
other allergens !Fel d 1, Bla g 1, Der p i; was 

decreased in vitro and dried allergen extracts were removed from 
surfaces. Adding an extraneous protein, BSA, to NaOCl : Mus m 1 solutions 
decreased the effect of NaOCl on the allergen ITONCLUS IONS : We concluded 
that NaOCl at concentrations connonly used in household products is 
capable of dramatically affectii.g allergenic: protein. 
AB At higher NaOCl concent rations the protein appeared to fragment 

and eventually became undetectable Fragmentation appeared to be random in 
that peptides of a wide range of apparent molecular weight were 
produced. The reaction was complete within 12 -nin at OCl : pr ratios of 
greater than 200 1 and was optimal at pH 7,4. immunological activity of 
other allergens ;Fel d 1, Bla g 1, Der p i; was 

decreased in vitro and dried allergen extracts were removed from 
surfaces. Adding an extraneous irotem, BSA, to NaOCl : M as m 1 solutions 
decreased the effect of NaOCl or. the allergen JONCLUS I 3NS : We concluded 
that. NaOCl at concentrations connonly used in household products is 
capable of dramatically affectiig allergenic: protein. 
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was to det eimir.i? difference:; ; r. ~ -ell : e::ogr. :. : 1 ... r. :. f :L:::pes with 
a .. ler ger. 1 r sequences, in terms r: pclifera: i::r. ar.d rytrkme produc 
j.n subjects with atopic asthma compared with subjects with allergic 
rhinitis and normal controls. Methods: Proliferative responses and 
S ■'' I FN . aa-ira t 0 1 P3?p [V'"::;!. < ; ~ ;"'PM"r : r --- - i* i '. '. ^ y -t ; - \ : " : 



Fel d - peptidei 1 r. all z: - r- '. r.r 
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peptides. Cat allergic and •icr, rat allergic 
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the result being a mixed T H 0 cytokine response at the N terminus and a 

restricted ,T:h:2: response at the C terminus. Conclusion: Proliferative 

and IL 5 / 1 FN - . gamma . responses of T cells from asthmatic and atopic 

rhinitic subjects and normal controls to allergen peptide! can 

be dissociated. Furthermore, differing cytokine responses to 

peptide! derived from a single antigen suggest that certain 

domains of the molecule might preferentially induce IL 5 rather than 

I FN .gamma, and as a result could be more important in disease 

pathogenesis . 

TI . , of 1L-5 and I FN .gamma, by peripheral blood mononuclear cells 

from cat allergic asthmatics and rhinitics, non cat allergic asthmatics, 
and normal controls to peptide! derived f ron Fel 
d 1 chain 1 . 

AB ... rhinitic, and non cat allergic asthmatic subjects and nonatopic 

normal controls were determined in primary cultures. Cells were challenged 
with 7 overlapping peptide* spanning chain 1 of the major cat 
allergen, Tel d I. Results: The 4 groups did not 

differ with respect to the ability to mount proliferative responses to 
Fel d 1 peptide!. In all groups, the 

IFN-. gamma, responses were predominantly to the amino terminus 
peptide!. Cat- allergic and non cat allergic asthmatic subjects 
;and not cat-allergic rhinitic subjects and normal controls 1 made IL 5 
responses to most of the Fel d I peptide! , 

the result being a mixed ;t;H'0; cytokine response at the N terminus and a 
restricted i T ( H j 2 j response at the C terminus. Conclusion: Proliferative 
and IL-5/IFN .gamma, responses of T cells from asthmatic and atopic 
rhinitic sub;ects and normal controls to allergen peptide! can 
be dissociated. Furthermore, differing cytokine responses to 
peptide! derived from a single antigen suggest that certain 
domains of the molecule might preferentially induce IL-5 rather than 
I FN .gamma, and. 
CT Medical Descriptors: 

•allergic . . study 

human cell 

adult 

article 

priority journal 

*interleukin 5; EC, endogenous compound 
•gamma interferon: EC, endogenous compound 
•peptide EC, endogenous compound 
epitope: EC, endogenous compound 
allergen 

fel d 1 allergen 
unclaoif ied drug 
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AB Short peptide sequences corresponding to T cell epitopes have 
been identified in the major cat allergen Fel d 1. In 
order to directly activate allergen specific T cells in cat aLlergic 
asthmatic individuals, peptides were administered by intradermal 
injection. Subsequently, a proportion of subjects experienced a delayed 
reduction of airway calibre manifested -is a decrease in FEV 1 . Changes in 
lung function occurred approximately 3 h after peptide 

injection, peaked at 6 h and resembled an isolated late astnmatic reaction 
. LAR . Using molecular tissue typing techniques, it was determined that 
many of the individuals experiencing isolated LAR expressed particular 
HLA DR molecules. These molecules were .shown in subsequent 
experiments to bind individual peptide! within the preparation 
and thus to activate T cells in a ma;oi h i iv orompat ibi 1 i ty complex 
. MHC - restricted fashion. The precise mechanisms whereby MH C restricted 
activation of allergen specific T cells gives rise to br onchoconst r i :t ion 
are currently under investigation. 
Copyright 2001 S. Karger AG, Basel 
AB Short peptide sequences corresponding to T cell epitopes have 
been identified in the major cat allergen Fel d 1. In 
order to directly activate allergen specific T cells in cat allergic 
asthmatic individuals, peptide! were? administered by intradermal 
injection. Subsequently, a proportion of subjects experienced a delayed 
reduction of airway calibre manifested as a decrease in FEV 1 . Changes in 
lung function occurred approximately 3 h after peptide 
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Detection of Fel d 1 immunoglobulin G immune complexes in 
cord blood and sera from allergic and non allergic mothers. 
CaBas R.; Bjorksten B. 

R. Casas, Department of Health and Environment, Division of 
Paediatrics, Linkoping University Hospital, S 581 85 
Linkoping, Sweden, rosaura.casasrikfc.liu.se 
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It is an established fact that T cell responses of fetal origin to 
inhalant allergens are present in most cord blood samples. These immune 
responses could be explained by trans - placental passage of 
peptides, either as free antigens or in complexes with 

immunoglobulin G (IgG), providing the fetus with a trigger for priming the 

T cell system already present in utero. The aim of this study was to 

investigate the presence of the major cat allergen, Fel 

d 1, in complexes w^th IgG in Curd bluou and maternal seid. Seium 

samples from 75 mothers (38 allergic, 37 non allergic! , and cord blood 

from their infants, were investigated for the presence of Fel 

d 1-IgG immune complexes (ICs) by using an amplified enzyme linked 

immunosorbent assay (ELISA) . Three monoclonal antibodies to Fel 

d 1 were used for coating. The specificity of the method was 

confirmed by inhibition experiments. ICs of Fel d 

1 IgG were detected in the sera of 45% allergic and 49% non- allergic 
mothers, and in, respectively, 34% and 41% of their infants. Therefore, 
neither the prevalence nor the level of ICs were affected by maternal 
allergy. Low levels of trans placentally transferred ICs can provide the 
fetus with a signal for the priming of T-cell responses to inhalant 
allergens. However, this is not necessarily related to allergic disease. 

to inhalant allergens are present in most cord blood samples. 
These immune responses could be explained by trans placental passage of 
peptides, either as free antigens or in complexes with 

immunoglobulin G (IgG), providing the fetus with a trigger for priming 

the. . . system already present in utero. The aim of this study was to 

investigate the presence of the major cat allergen, Fel 

d 1, in complexes with IgG m cord blood and maternal sera. Serum 

samples from 75 mothers (38 allergic, 37 non - allergic) , and cord blood 

from their infants, were investigated for the presence of Fel 

d 1-IgG immune complexes !ICs) by using an amplified enzyme - linked 

immunosorbent assay (ELISA) . Three monoclonal antibodies to Fel 

d 1 were used for coating, The specificity of the method was 

confirmed by inhibition experiments. ICs of Fel d 

1 IgG were detected in the sera of 45% allergic and 49% non allergic 
mothers, and in, respectively, 34% and 41% of. 
Medical Descriptors: 
♦allergy 

T . . complex 

fetomaternal transfusion 
immune response 
maternal serum 

enzyme linked immunosorbent assay 

human 

female 

clinical article 
controlled study 
infant 
article 

priority journal 

♦immunoglobulin Gr EC, endogenous compound 
*fel d 1 
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peptide: EC, endogenous compound 
monoclonal antibody 
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AB A substantially pure, covalently linked human T cell reactive feline 

protein V TRFP) has been isolated from vacuum bag ext. obtained by affinity 
purifn. of house dust collected from several homes with cats; DNA encoding 
all or a portion of the TRFP or peptide,- compns . contg. such a protein or 
peptide or portions thereof; and antibodies reactive with the TRFP or 
peptide are disclosed. Also disclosed are recombinant TRFP or peptide,- 
modified or mutated TRFP peptides,- the.r use for diagnostic or therapeutic 
purposes . 
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IT Allergens 

RL- BPN (Biosynthetic preparation:,- BSU (Biological study, unclassified;,- 
PRP (Properties),- THU (Therapeutic use ; BIOL (Biological study;,- PREP 
(Preparation); USES (Uses; 

(Fel d I (Felis domesticus, I;, same as TRFP; 

peptide! of human T cell reactive feline protein or TRFP for 

diagnosis and therapy of cat allergy: 
IT Drug delivery systems 

(carriers; peptides of human T cell reactive feline protein or TRFP for 

diagnosis and therapy of cat allergy 
IT Drug delivery systems 

(injections; peptides of human T ceil reactive feline protein or TRFP 

for diagnosis and therapy of cat allergy 
IT Drug delivery systems 

(oral; peptides of human T cell reactive feline protein or TRFP for 

diagnosis and therapy of cat allergy. 
IT 136796 89 9, 4 5 - 95 - Glycoprotein TRFP (Felis catus chain 2 95 amino acid 

isoform protein moiety reduced) 1367'.)6 94 6 136797 19 8 136797 20 -1 
144996-56-5, Allergen Fel dl (Felis ^atus chain 2 protein moiety reduced- 
149119-99 3 256500-74 0 256500 76 -2 256500 79 5 256500 80 8, 
Allergen Fel d 1 (cat clone CI chain I 256500 81 9 
256500-82-0, Allergen Fel d 1 (cat done 2 chain 2) 
256500-83 1 256500 84 2 256500 85 3 
RL PRP (Properties! 

(amino acid sequence; peptides of human T cell reactive 

feline protein or TRFP for diagnosis and therapy of cat allergy; 
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AB Fel d I is the major cat allergen that induces asthma 

and allergic rhinitis in humans. To investigate the mechanism of allergic 
responses to this allergen, a mouse model was developed. Mice sensitized 
to chain 1 of Fel d I exhibited T cell responses, B 

cell responses, and mast, cell responses when challenged with the protein. 
Subcutaneous injections of peptides :ontaining the dominant T 
cell epitopes of the allergen induce! T cell tolerance in presensitized 
mice. When challenged with the allergen int r at r achea 1 ly , these tolerized 
mice produced a decreased amount of histamine in vivo. The decrease in 
histamine release was not solely dependent on the reduction of 
allergen specific IgE. These data sh jw that mast cell activity in mice 
wit.h an ongoing sensitivity to allergen can be regulated through 
peptide induced T cell tolerance. .COPYRGT. 2000 Academic Press. 
AB Fel d I is the major cat. allergen that induces asthma 

and allergic rhinitis in humans. To investigate the mechanism of allergic 
responses to this allergen, a mouse model was developed. Mice sensitized 
to chain 1 of Fel d I exhibited T :e.l responses- , B 

cell responses, and mast ceil responses when challenged with the protein. 
Subcutaneous injections of peptide! rontaimng the dominant T 
cell epitopes of the allergen induce J T cell tolerance : r. presensitized 
mice. When challenged with the. . IgE. These data show that mast cell 

activity in mice with an ongoing sensitivity to al lei gen car, be regulated 
through peptide induced T cell tole: jr.ro. . C" PYF.T7 . 2 ~ : ( 
Academic Press, 
CT Medical Descriptors: 
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AB A method of desensitizing a patient to a polypeptide allergen the method 
comprising administering to the patient a peptide derived from the 
allergen wherein restriction to a MHC CLass II mol . possessed by the 
patient can be demonstrated by the peptide and the peptide is able to 
induce a late phase response in an individual who possesses the said MHC 
Class II mol. A conipn. comprising a plurality of peptides derived from a 
polypeptide allergen wherein for at Least one of the peptides in the 
compn . restriction to a MHC Class II m:. can be demonstrated, and the 

the given MHC Class II mol. The invention also relates to a method of 
selecting a peptide for use as an immunotherapeut i c agent for 
desensitizing a patient to a polypeptide allergen capable of eliciting an 
allergic response in the patient, whicn patient possesses a particular MHC 
Class II mol., the method comprising the steps of ; 1 ) selecting a 
candidate peptide derived from the polypeptide allergen, (2) detg. whether 
the candidate peptide demonstrates restriction to the said MHC Class II 
mol., and (3) detg. whether the candidate peptide is able to induce a late 
phase response in an individual who possesses the said MHC Class II mol. 
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ST Fel d I allergen allergy desensitization . 

immunotherapy MHC II allergen peptide deaens it i zat ion 

IT Allergens 

RL: BSU iBiological study, unclassified ■ . PRP 'Properties:; THU 
(Therapeutic use)- BIOL (Biological study,- USES iUses) 

!Der f I (Dermatophagoides farinae. I ; compns . comprising Fel 
d I allergen epitope peptides for desensitization; 
IT Allergens 

RL- BSU 'Biological study, unclassified PRP (Properties:,- THU 
(Therapeutic use) , BIOL (Biological study: ,- USES Uses; 

(Der f II (Dermatophagoides farinae, 1 1 ;■ ; compns. comprising 
Fel d I allergen epitope peptides for 
desensitization) 
IT Allergens 

RL BSU (Biological study, unclassified PR? (Properties:,- THU 
(Therapeutic use) , BIOL (Biological study. ; USES Uses 

(Dei p I (Dermatophagoides pteronyssinus , I:; compns. comprising 
Fel d I allergen epitope peptides for 
desensitization) 
IT Allergens 

RL- BSU (Biological study, unclassified PRP .Properties ; THU 
(Therapeutic use) , BIOL (Biological study- ; USES Uses) 

(Der p II (Dermatophagoides pteronyssinus-., II); compns. comprising 
Fel d I allergen epitope peptides for 
desensit izat ion) 
IT Allergens 

RL BSU :Biological study, unclassified PRP Properties ,- THU 
(Thei apeut ic use:, BIOL .Biological study: , USES Uses 
(Fel d I (Fel is domes': icus , I" ,- compns . comprising 
Fel d I allergen epitope peptides ro: 
desensitization: 
IT Histocompatibility antigens 

RL BPR .Biological process ,- BSU B : c ( :;g i ( ;-*;;::y 1 ,i.<: f: : f . e 1 .- Bill. 

■.Biological study.,- PRO Z .Process 

HI.JV DP; compn f . comprising Fel d * r i(>n^:: 
epitope peptides for desens 1 1 1 z at . c:: 
IT Histocompatibility anti-gens 

RL BPR (Biological process ,- BSU Biological study, unclassified ,- BICL 
(Biological study),- PROC Process 

(HLA DQ; compns . comprising Fel d * allergen 
epitope peptides for desensitization 
IT Histocompatibility antigens 

RL BPR v Biological process ; BSU Biological study, unclassified ; BIOL 
.Biological stud/,,- PRO-: Process 

(HLA DR2 ; compns. comprising Fel d I 
allergen epitope peptides for desensitization 
IT Hi fit o romp at lb i 1 i ~ y antigens 



r -A DR4 ■ : :■ :: ' --y Fel i 

allergen f{ : ' ; <• peptides U-i .!(■:■■■:. 
H : s t o romp at ib i 1 1 \ y ant i gens 
RL BPR Biologiral process .- BSU B : : ■ 
Biological stud/ ,- PROG Process 

HLA DR7 , compns- comprising Fel d 
..(■-::":. ; l ' ■ pept idn s ' 



CR — r . : Fel i 

e;:* \ *■ peptides : 

H : £? : omp a t l b i 1 i * y a r. 1 1 ge r. 
RL : BPR Biologiral process ES'.' B. 
Biological study ,- PRCG Process 
MKT na;or histcc omp at ; t : 1 ; t y " ■ 
Fel d : allergen epitope peptides 



desensitization 
IT Bioassay 

iT cell proliferation; corapns . comprising Fel d I 

allergen epitope peptide* for desensitization 
IT Cell proliferation 

;T cell, bioassay; compns. comprisinq Tel d I 

allergen epitope peptide* for desensitization 
IT Worm 

;allergen of meal worm; compns. comprising Tel d I 
allergen epitope peptide! for desensitization 

IT Bee 

Beetle ; Coleoptera ; 
Blattar ia 
Calliphora vicina 
Cal 1 iphor idae 
Cat (Felis catus) 
Cattle 

Chironomidae 

Dog Can is familiar is' 

Food 

Fruit fly 

Fungi 

Gerbil 

Grass (Poaceae) 

Guinea pig (Cavia porcellusi 

Honeybee 

Horse (Equus cabal lus) 

Housefly (Musca domestica: 

Mammal (Mammalia: 

Mite and Tick 

Mold 'fungus!' 

Moth 

Mouse 

Pollen 

Rabbit 

Ragweed (Ambrosia) 

Rat 

Sheep 

Silkworm 

Spider 

Swine 

Tree 

Weed 

Weevil 

(allergen; compns. comprising Fel d I allergen 
epitope peptides for desensitization) 
IT Tenebrio molitor 

(beetle allergen; compns. comprising Fel d I 
allergen epitope peptides for desensitization; 
IT Allergy 

Drug delivery systems 
Immunotherapy 
Protein sequences 

(compns. comprising Fel d I allergen epitope 
peptides for desensitization) 
IT Allergens 

RL; BSU (Biological study, unclassified); PRP (Properties 1 ; THU 
(Therapeutic use) ; BIOL (Biological study; ; USES .Uses 
(compns. comprising Fel d I allergen epitope 
peptides for desensitization, 
IT Cochliomyia hominivorax 

(fly allergen,- compns. comprising Fel d I allergen 
epitope peptides for desensitization! 
IT T cell (lymphocyte; 

(proliferation, bioassay,- compns. comprising Fel d 
I allergen epitope peptides for desensitization) 
IT Fly (Diptera) 

(screw worm,- compns. comprising Fel d I allergen 
epitope peptides for desensitization 
IT Insect ■ Insecta 

.stinging, allergen; compns. comprising Fel d I 
allergen epitope peptides for desensitization 
IT 136~?9b 93 5, 23-92 Glycoprotein TRFP Felis catus chain : isoform A 
protein moiety reduced: 1 8 58 12 .S3 7 : 97)69 94 1 197;-. 1 ::, GC 6 
197170 01 7 1 97170 (.7 3 197170 23 3 1 971 70 34 G 1 ■> "I " 0 3 6 8 
229020 52 4 229020 '-3 5 229020 ',4 6 229020 55 7 22^20 56 8 
22 9 02 0 57 9 22902 0 '-8 0 2 2902 0 S 9 I 229173 24 4 
RL: BS'J Biological study, ^riciass i : it: .1 ; LKP I 1 : cpei '.. in; T:iU 
■ ( Therapeutic use ; BIOL Biological study ; USES Uses 
compns. comprising Fel d I allergen epitope 
peptides for desensitization 
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complexes with heat shock proteins 
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AB The authors disclose methods fur synthesizing heat shock protein .hsp 
peptide complexes. The complexes are prepd. by capturing the hsps 
on agarose immobilized gelatin and effecting their elution with the 
derived peptide, s;. Alternatively, the heat shock proteins are 
captured on an affinity matrix as complexes with ADP prior to their 
subsequent elution with peptide s . In addn . , the present 

invention also provides a method for treating an allergic disease in which 
a heat shock protein antigen complex is administered to a mammal in an 
amt . sufficient to reduce the susceptibility of the mammal to a Th2 
response for the allergic disease. In an example of desens i t 1 zat ion , mice 
were pretreated with HSP7 o complexes contg. peptide! derived 
from the Fel d 1 allergen prior to antigen challenge. 
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AB The authors disclose methods for s/nthesizing heat shock protein hsp' 
peptide complexes. The complexes are prepd by capturing the hsps 
on agarose immobilized gelatin and effecting their elution with the 
derived peptide, is). Alternatively, the heat shock proteins are 
captured on an affinity matrix as complexes w..th ADP prior to their 
subsequent elution with peptides; . In addn. the present 

invention also provides a method for treating an allergic disease in which 
a heat shock protein antigen complex is administered to a mammal in an 
amt. sufficient to reduce the susceptibility >t the mammal to a Th2 
response for the allergic disease. In an example of desens i t i zat ion , mice 
were pretreated with HSP70 complexes contg. peptides derived 
from the Fel d 1 allergen prior to antigen -h.illenge. 
IT Drug delivery systems 

(aerosols, inhalants,- heat shoe* protein peptide complexes in; 
IT Drug delivery systems 

(oral; heat shock protein peptiie complexes in) 
IT Drug delivery systems 

(topical; heat shock protein peptide complexes in; 

L9 ANSWER 10 OF 24 MEDLINE DUPLICATE 4 

ACCESSION NUMBER: 1999337274 MEDLINE 
DOCUMENT NUMBER: 99307274 PubMed ID- 103"71?4 

TITLE: Immunoglobulin E independent major histocompatibility 

complex- restr icted T cell pept.de epitope - induced late 
asthmatic reactions. 

AUTHOR Haselden B M; Kay A B; Larch* M 

CORPORATE SOURCE: Department of Allergy and ClLm.cal Immunology, National 
Heart and Lung Institute, Imperial College School of 
Medicine, London SW3 6LY, United Kingdom. 

SOURCE JOURNAL OF EXPER IMENTAL MEDICI HE [1999 Jun 21} 189 (12) 

1885 - 94 . 

Journal code: 298510-R. ISSN: -'022 1007. 
PUB. COUNTRY: United States 

DOCUMENT TYPE: (CLINICAL TRIAL 

Journal; Article.- -.JOURNAL ARTICLE 
LANGUAGE: English 
FILE SEGMENT ; Priority Journals 

ENTRY MONTH: 199907 
ENTRY DATE: Entered STN : 1999080? 

Last Updated on STN : 2 000072? 

Entered Medline: 199'-0726 
AB Intradermal administration of short overlapping peptides derived 
from chain 1 of the cat allergen Fel d 1 FCi; 1 that: 

did not cross link IgE, elicited isolated ljt~ asthnatic reactions with no 
visible early or late cutaneous response in 9 4 0 cat-allergic asthmatics. 
Four of the nine were human histocompatibility leukocyte antigen 
DR13 -positive , as compared with only 1/31. nom eactors . The other 
five reactors expressed either DR1 or DR4 . To confirm 
major histocompatibility complex restriction, fibroblast cell lines 
transfected with HLA-DR molecules were used f> present FClPs to 
cat allergen specific T cell lines derived i rom sub;ects before 
peptide injection. FC1P3 .peptide 2? 44 of Fel 
d 1 chain 1 :■ was recognized in the context of DR13 
alleles (DRB1*1301, 1302 and induced specif i-- T cell 
proliferation and IL 5 production. 7 cells f r >m a DR1 + 
responder proliferated and produced IL 5 in tne presence of FCHn and 
DR1 ;DRB1*0101) fibroblast cell lines, whereas T cells 
from a DR4 + subject recognized FCIP2 peptide 2 2 3 7 
when presented by DRBl*04\-5. We conclude that shoi t , 
a(. lergen derived peptides can directly ir.it i a* e a major 
histocompatibility complex restricted. T ceil dependent la 1 .? asthmatic 
reaction, without the requirement for an ea: 1; laK/mast cell dependent 
response, in sensitized asthmatic subjects. 
Ai ; - Intradermal administration cf short, overlap;.::.^ peptides derived 
from chain 1 of the cat allergen Fel d 1 FClI' that 

did not cross link IgE, elicited isolated laf- asthmatic reactions with no 

visible early or late cutaneous response in 9 4 0 cat, allergic asthmatics. 

Four of the nine were human histocompatibility leukocyte antigen 

DR13 positive, as compared with only 1/3 1 non: eactors . The other 

five reactors expressed either DR1 or DR4 ■ To confirm 

major histocompatibility complex restriction,, fibroblast cell lines 

transfected with HLA DR molecules were used t i present FClPs to 

cat allergen specific T cell lines derived fi >m subjects before 

peptide injection. FC1P3 peptide 28 44 of Fel 

d 1 chain 1! was recognized in the context of DR13 

' ( <• ' DRP1 * ' ■ ' ; ' ■ . : ■ . : 
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Injections, Intradermal 
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Middle Age 
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AB BACKGROUND; Cells producing a T:Hi: cytokine profile play an important 
role in the onset and maintenance of atopic diseases, and therefore 

T:H1) or TfHO) cytokine profile Recently, a novel form of immunotherapy 

making use of synthetic peptides Irom the major cat allergen 

Fel d 1 has been developed, but its mechanisms of action 

are unknown. OBJECTIVES We examined the effects of immunotherapy with 

Fel d 1 peptide* on the response to bronchial 

provocation tests ( PD2 0KEV1 : with a standardized Fel d 

1 cat extract on Fel d 1 specific serum IgE and IgG 

levels and in vitro IL 4 and I FN gamma production. METHODS: Patients 
allergic to cats received i weekly injections of 7.5 micro(g) (low dose), 
75 micro (g) {medium dose), or 750 micro ;g) (high dose) of Fel 
d 1 peptide! (25 patients} or a placebo (6 patients) 

RESULTS: Six weeks after ending immunotherapy, post treatment PD20FEV1 was 
not significantly different between the treated and placebo groups. 
However, in the medium and high dose groups there was a significant 
improvement between baseline and posttreiatment days. IL- 4 release was 
significantly reduced in the high dose treated group (P <,005, Wilcoxon W 
test} , whereas it was unchanged m the low or medium dose- and in the 
placebo- treated groups. In all groups, I FN gamma, IgE, and IgG levels 
remained unchanged. CONCLUSION: There was no correlation between the 
improvement of PD20FEV1 and the decrease in IL-4 production. These data 
suggest, that peptide immunotherapy may act by shifting the 
Fel d 1- induced response of PBMCs in vitro from the 
T:H2) like to the T(H0) like phenotype . 
TI Immunotherapy with Fel d l peptides 

decreases IL-4 release by peripheral blood T cells of patients allergic to 
cats . 

AB .a switch to ce^ls producing a T;H1; or T;H0; -cytokine profile. 

Recently, a novel form of immunotherapy making use of synthetic 
peptide! from the major cat allergen Fel d 1 

has been developed, but its mechanisms of action are unknown. OBJECTIVES: 

We examined the effects of immunotherapy with Fel d 1 

peptide! or. the response to bronchial provocation tests <,PD20FEVi: 

with a standardized Fel d 1 cat extract on Fel 

d 1 specific serum IgE and IgG levels and in vitro IL 4 and 

I FN gamma production. METHODS: Patients allergic to cats received 6 weekly 

injections of 7.5 micro :g: .low dose, , 75 micro g medium dose 1 , or 750 

micro !g: -high dose' of Fel d 1 peptides 25 

patients' or a placebo 6 patients . RESULTS: Six weeks after ending 
immunotherapy, postt i eatment PD2 0 I-'EVl was not significantly different 
between. . CONCLUSION: There was no correlation between the 

improvement of PD20FEV1 and the decrease in IL 4 production. These data 
suggest that peptide immunotherapy may act by shifting the 
Fel d 1 induced response oi FBMC:; in vitro from the 
T H2 like to the T H ::: like phenotype. 
CT . . Animal; Fema...e Human.- S;:ppo: t . Ncn . S . GC" ' t. 

Adult 

•Allergens T'J , therapeutic use 
Basophils. ME, metabolism 
Bronchial Provocation Tests 
Cats 

•Desensi t l zat l on , Immunologic 

Doie-Rei ponse Relationship, Drug 

Double Blind Method 

Glycoproteins: AD, administration £ dosage 
♦Glycoproteins; TJ , therapeutic u.-ie 
Immunoglobulin E: Bl, b iosyr,t he:? , 3 
Immunoglobulin G : . 




Vol. 10, No. 4 PART ;, pp. SCt- ^ 1 3 . 
ISSN: OO'H ^74". 
DOCUMENT TYPE : Article 

i •% :. lie ' 

pept ides 



ex vivr antigen fj'-c,": f : .' 7 
T ceil lines wete generated 
rlacebo controlled two .lose 
containing Fel d I peptides 

Pharmaceutical Corp.. Waltha 



peptide * ; 



.led in a : le fc 
- V AX "' A 7 *■ h r : a p e u t 



groups receiving placebo, 75 mug, or 750 mug . Each subject had three 
lines propagated before and after receiving peptide therapy; 
antigens used were cat hair extract, Fel d 1 

peptide*, and tetanus toxoid negative control . Proliferative 
responses and cytokine generation I torn each line were assessed after two 
rest imul at ions with antigen and autologous antigen presenting cells. 
Results: The Fel d 1 peptide lines showed a 

dose dependent decrease of IL 4 production p=u.02 and 0.225. 

respectively, for the 750 Kg group vs both the 75 mug and placebo groups . 

IL -4 production from the cat hair allergen extract lines and 

interferon gamma production from both the Fel d 1 

peptide lines and cat hair allergen extract lines showed no 

statistically significant changes. The control tetanus toxoid lines showed 

no changes in cytokine production; there were no significant changes in 

proliferation with any of the antigens m any of the treatment groups. In 

the clinical arm of the trial, only the 750 mug dose of peptide! 

produced a significant response. Conclusions: Peptide therapy 

induces a significant, dose dependent decrease in peptide 

stimulated IL 4 production, consistent with either a shift in T-cell 
phenotype or peptide specific T cell tolerance. 
AB Background Peptide therapy target'- T cells directly with short 
peptide* containing multiple T cell receptor epitopes. Murine 
studies auyyebL T cell anergy as the mechanism of action,- however, changes 
in T cell cytokine profiles may be more relevant in human beings. 
Objective: We sought to study the effects of peptide therapy on 
ex vivo ant.igen specific T cell responses. Methods: Antigen specific 
T-cell lines were generated from subiects enrolled in a double blind, 
placebo controlled, two dose study of' the ALLERVAX CAT therapeutic, 
containing Tel d 1 peptide! ;inmuLcg.c 

Pharmaceutical Corp., Walthan, Mass.; n=7, 8, and 7, respectively, for 
groups receiving placebo. 75 mug, cr 750 muq . Each subject had three 
lines propagated before and after leceiving peptide therapy; 
antigens used were cat hair extract, Fel d 1 

peptides, and tetanus toxoid ; negative control . Proliferative 
responses and cytokine generation i rom each line were assessed after two 
restimulations with antigen and autologous antigen presenting cells. 
Results: The Fel d 1 peptide lines showed a 

dose dependent decrease of IL 4 production ip=G.02 and 0.025, 

respectively, for the 750 Kg group vs both the. . . 75 mug and placebo 

groups! . IL-4 production from the cat hair allergen extract lines and 

interferon gamma production from both the Fel d 1 

peptide lines and cat hair allergen extract lines showed no 

statistically significant: changes. The control tetanus toxoid lines showed 

no changes . antigens in any of the treatment groups. In the 

clinical arm of the trial only the- ' ! 50 mug dose of peptides 

produced a significant response. Conclusions : Peptide therapy 

induces a significant, dose dependent decrease in peptide 

stimulated IL 4 production, consistent with either a shift in T-cell 
phenotype or peptide specific: T cell tolerance. 

IT 

blood and lymphatics, immune system 
IT Diseases 

cat allergy 
IT Chemicals & Biochemicals 

cat hair - allergen extract, interferon gamma; ALLERVAX CAT : Fel 

d 1 peptide therapy product , immunologic 

drug; Fel d 1 peptide, IL 4 
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AB The invention provides a -net hod of detg. whether a peptide of 

n ' '. ^ t : : ' ; ■ pept i d« : : : '". ] i^r 

t'ept i de 



pie challenge::! T :: 
challenge of step 
peptide if T ce I 

challenge but n;:* 



' he pept ide : 
t he peptide : p 

i s? ;:: b s e r v able 
i y rha 1 1 enge . 



r.e sercr.ia: y 

p zi yi;; i z peptide 



cr protein includes Fel d I, Der p I, Der p II, Der f 

I, Der f II, or other allergenic protein derived from grass, tree, weed 

pollens, fungi, molds, foods, insects, ch 1 r onomidae , spiders, mites, 

mammals, latex, biol . detergent additives, and drugs. 

The invention provides a method of detq . whether a peptide of a 

protein is a cryptic peptide zr protein. The method includes 

the steps of: i exposing T ceils with the peptide in a primary 

challenge; ii' measuring the reactivity of T cells with the 

peptide in the primary challenge of step i r iii exposing 

pre - chal lenged T cells with the peptide in a secondary 

challenge, wherein the pre- chal lenged T cells are obtainable by exposing 

the T cells to the protein; and measuring the reactivity of the 

pre challenged T cells with the peptide in the secondary 

challenge of step iii , and the peptide is a cryptic 

peptide if T cell reactivity is observable in the secondary 

challenge but not in the primary challenge. The cryptic peptide 

or protein includes Fel d I, Der p I, Dei p II, Der f 

I, Der f II, or other allergenic protein derived from grass, tree, weed 
pollens, fungi, molds, foods, insects, ch 1 r onomidae , spiders, mites, 
mammals, latex, biol. detergent additives, and drugs. 
Al lergens 

RL : ANT (Analyte); PRP 'Properties 1 : THU i Therapeut ic use'; ANST 
(Analytical study) ; BIOL (Biological study ■ USES (Uses; 
(Fel d I ■ Felis domesticus, I r method uses 7 

lymphocytes or mononuclear cells foi screening cryptic peptide 
or protein or allergen for prepn. of medicament or diagnostic of 
allergy or asthma; 

Anesthetics 

Antibiotics 

Bee 

tsidLLdl id 

Cat (Felis catus: 

Chi ronomidae 

Dog (Canis f ami 1 iar is ; 

Drugs 
Food 

Fruit fly 

Fungi 

Gerbil 

Grass (Poaceae) 

Guinea pig (Cavia porcellus 

Honeybee 

Hornet 

Horse iEquus caballus: 
Housefly [Musca domestical 
Insect ( Insecta) 
Latex 

Mammal (Mammalia; 
Mite and Tick 
Mold (fungus) 
Mouse 

Oestrus ovis 

Pollen 

Rat 

Silkworm 

Spider 

Tenebrio 

Tenebrio molit.or 

Tree 

Wasp 

weevil 

(allergen; method uses T lymphocytes or mononuclear cells for screening 
cryptic peptide or protein or allergen for prepn. of medicament or 
diagnostic of allergy cr asthma' 
136796-93-5, 23-92 Glycoprotein TRFP (Felis catus chain 1 isoform A 
protein moiety reduced 197317 08- 1, Allergen Fel d 
1 (Felis catus chain 2; 
RL: PRP (Properties) 

; amino acid sequence 
for screening crypt. 



method u;-es T 
peptide ui p. 



prepn. of medicament or diagric 



lymphocytes or mononuclear cells 
Lein or allergen for 
f allergy oi asthma 
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IgE independent 
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fied in association 



but 
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with 
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development following T cell epitope mapping of these major allergens. 

Clinical activity has been demonstrated in several dose regimens 

containing ~>S ani 750 . mu . g of ea :h component peptide given in 

4-6 doses over 2 4 weeks. Greater activity has been seen with higher 

doses. Immediate hypersensitivity to treatment peptide* is 

rarely ceen and ran be avoided th:ough patient screening A putative 

pathway resulting in histamine mediated but IgE independent allergic 

symptoms , . 

Medical Descriptors: 

•allergy t DT, drug therapy 

conference paper 

europe 
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japan 
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priority journal 
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•ragweed antigen i DT, drug therapy 

allervajct DT, drug therapy 

unclassified drug 
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Fel d 1 peptides effect on 
skin tests and cytokine synthesis 
subjects , 
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Medicine, University of Manitoba, Canada. 
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We tested peptide immunotherapy ir. cat -allergic humans using a 
formation of two synthetic peptides, IPC 1 and IPC 2, each of 
which is 27 amino acids ior.g an i ..:ontains T cell reactive regions of 
Fel d 1, the major cat allergen In this exploratory, 
randomized, double blind r.aralle. 9i"oup study, 42 subjects received 
injections of treatment: peptides i i> 0 micrograms or placebo 
weekly for four consecutive 
skin test reactivity, ar.d n 
were assessed. Ep i cutaneous 
were performed with cat. ext ; 
d 1 , before the f i rst :.. : ; ^O 
fourth and last injection ;: : 
and I FN gamma expression b\ 



wee'.s Changes in immediate and late phase 
: antigen driven cytokine synthesis 

er.i ;.:oi:C titration ana intradermal tests 
act ALK LQ Cat Hair containing Fel 
ion. -her. : f and I. week s after the 
peptides or placebo. IL 4, IL 10 
cirru.ating peripheral blood mononuclear eel 



(PBMC: in response to cat. extract was measured using short term bulk 
culture of PBMC and shoi t. term limiting dilut ion analysis. Subjects who 
received peptide immunot hei apy did not tolerate significantly 
more cat extract: containing Fel d 1 in the skin tests 

2 6 or 14 weeks after the last: injection than they did at baseline, and 
their late phase response:; did no*, decrease significantly compared to 
baseline Substantial I L 4 IL 1C and I FN gamma responses were observed 
following primary cultuie of cat mtigen stimulated PBMC, however, the 
intensity of cytokine synthesis ar.d the I FN gamma: IL 4 ratio were 
unchanged in peptide ard p'. aoeho * reared group? c ani T.A weeks 



Fel d - peptides : 



We tested peptide immune* he: a; y i' r 
formation of two synthet.;' peptides, 
which is 2 7 amino acids long and : on 
Fel d 1, the major cat al.etqen. In 



1 a: 1 ; o I i C 2 . ear." c f 
s T cell reactive regions 
exp- c: a: ory 



d 1 before the ', 
fourth ar.d last 
and I FN gamma ex; 
PBMC in respon* 



: ess ion ::y o 
e to rat ex" 



culture of PBMC and she: 



peptides r 

i : 1 at i pe 
: a r * was ~o a s 



-or.cr.ucea: o 
*■ t pit, b u I k 
. Subjects w h 



received peptide immunotherapy did not tolerate significantly 
more cat extract containing Pel dim the skin tests 

2, 6 or 24 weeks after the last injection than they did at baseline, and. 

primary culture of cat antigen stimulated PBMC; however, the 
intensity of cytokine synthesis and the I FN gamma: IL 4 ratio were 
unchanged in peptide and placebo treated groups 6 and 24 weeks 
after the last injection. A few hours aftei the injections, subjects 
receiving peptide* iepoited more allergic rhinitis and asthma 
symptoms and more pruritus than those receiving placebo We conclude that 
under the conditions tested, peptide immunotherapy did not 
reduce immediate or late phase skin reactivity to cat extract containing 
Tel d 1 or modify cat antigen specific cytokine 
production significantly. 
CT Check Tags- Animal: Female; Human,- Male,- Support, Non U S. Gov't 
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Double Blind Method 
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Peptide Fragments IM, immunology 
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AB We induced in allergic humans the counterpart of murine experimental T- 

cell tolerance. T cell lines from cat allergic humans were used to map T- 
cell epitopes for the principal allergen of cat dander, Fel 
d 1- Two peptides of 27 amino acids each were 

synthesized to contain the dominant epitopes ALLERVAX . PTM . CAT; . After a 
safety trial, we carried out a blinded study of the dose required for 
efficacy. We randomly divided 95 cat sensitive patients into placebo, 7.5 

.mu.g, 75 .mu.g, and 750 .mu.g groups. Patients received a subcutaneous 
injection weekly for 4 wk . Before and after treatment, patients were 
exposed in a room inhabited by live cats and scored by r.ose and lung 
symptoms. Basel ir.e nasal and lung scores :.+ SEM; were 6.2 . ♦ . 0.56 and 
5 .. 4 .+ . 0,73 in the 75 0 .mu.g group; 7.8 .+ 0.53 and 4.7 . + -. 0.68 in 
the placebo grout. . Six weeks after treatment, scores ad:usted for baseline 
differences were reduced in the 750 .mu.g group: -2.3 . + .4.9 and -2.3 

.+ . 0.5 9 compared with 0.8 4 .+ . 0.5 0 and 0.8 5 .+-. C . 62 in the placebo 
group. The 75 .mL.g group showed intermediate effects arid the 7.5 .mu.g 
group no effect. Linear trend analysis indicated a significant close 
response effect: p = 0.05 for nose and 0.03 for lung symptoms. Allergic 
side effects occurred an hour or more after the first 750 .mu.g dose in 16 
of 24 patients bLt required little or no treatment with one exception. 
T cell reactive treatment peptides safely improved allergic 
responses to cats. 

AB ... tclerance. T cell lines t i orr. car allergic huma: r, were vised to map 
T cell epitopes fc-r the principal allergen of cat dander, Fel 
d 1. Two peptides of 2'. ? amino acids each were 

synthesized to ccntam the dominant epitopes ALLERVAX . RTM . CAT . After a 
safety trial, we carried. . . 750 .mu.g dose in 16 of 24 patients but 
required little or r,o 1. 1 eat men:, with one exception. T eel: i eart ive 
treatment peptides safely improved alleiijic responses to rats. 
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amino acid synthesis 

article 

cat 

cl inica 1 article 
clinical trial 
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immunoglobulin, rlr^i lev 
immunological tolerance 
lymphocyte proliferation 



subcutaneous diuy * irr. \ * • ; 



* 1 1 >•:: 
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♦•llervax c«ti AD, drug administration 
•allervajt cati DO, drug dose 



•peptide t AC, drug administration 
♦peptide i DO, drug dote 

epitope 

immunoglobulin e* EC, endogenous compound 
placebo 

unclaieif led drug 
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Character : zat ion of cat dander - speci f i c T lymphocytes from 
atopic patients. 
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the major cat dander allergen is recognized 
by serum IgE of more than 30* of all ::ut allergic patients. Because IgE 
synthesis by B lymphocyt es ls under the control of T lymphocytes, we 
studied the specificity and iymphokine production profiles of cat 
dander specific T lymphocytes. Polyclonal cat dander specific T cell lines 
were found to react with purified Fel d I but not 

with cat; albumin, the on,y other characterized cat allergen. Similarly, 
within a panel of CD4+ T lymphocyte clones . TLC 1 that was generated from 
these cat dander specific T cell lines 5 of 16 TLC were found to react 
with Fel d I, and 0 of M with cat albumin. The 

remaining 11 TLC were shown to recognize at least two different proteins. 
In general, the TLC had a high IL-4/IFN gamma production ratio, and could 
lecognize the cat dander extract in an HLA-DR, HLA DO, or HLA DP 
restricted manner. In addition, five distinct T cell epitopes of 
Fel d 1 were identified by using a panel of overlapping 
synthetic peptides of both chains of Fel d 

I. The data presented here indicate that, even though multiple proteins in 
cat dander extract ate recognized by T lymphocytes of allergic patients, 
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al lergens . 

The complete primary snucuie or *el d 12 hat. uccn 

determined and shown to 1 e comprised of two separate polypeptide chains 
(designated chain 1 and chain 2: . Overlapping peptides covering 
the entire sequence of both chains of Fel d I have 

been used to map the majoi areas ■;£ human T cell reactivity The present 
study describes three nor. -contiguous . cell react iv Lty . Several of 

these recombined T cell epitope containing polypeptides exhibit markedly 
reduced IgE binding ns compared to the native Fel d I. 
Importantly, the human T cell rea:tivity to individual T cell 
epitope-containing regions i-j maintained even though each was placed. 

also demonstrated in nice that s.c. injection of T celL 
epitope-containing polypeptides inhibits the T cell response to the 
individual peptides upon ;;ub. sequent challenge in vitro. Thus, 



these recombined T 
multiple T cell react 
Medical Descriptors: 
♦cell proliferation 
*t lymphocyte 
amino acid sequence 
art icle 

controlled study 
human 

priority journal 
♦epitope 

♦polypeptide: PD, pharmacc lo' jy 

♦polypeptide i DV, drug development 

♦recombinant protein PD ph trnao: 1 oyy 

♦recombinant proteim DV, drug development 



fit>pe containing polypeptides, which harbor 
i eg .oris rut 



L9 ANSWER 21 OF 24 
ACCESSION NUMBER: 
DOCUMENT NUMBER ; 
TITLE: 

INVENTOR S; f 
PATENT ASSIGNEE . S : 
SOURCE : 

DOCUMENT TYPE : 
LANGUAGE 

FAMILY ACC. NUM COUN 
PATENT INFORMATION: 



CAPLUS 



COP.'RIGHI' 2 00 2 ACS 
;9?- J9 5*i(.3 7AFLUS 

; i a : : 5 6 -i :-. 

Histamine derivatives as immunomodulators and in 
.mmui.c the rape „t ios 

I'ireei.fte :n , J-lia L . ,■ Melmcn, Kenneth L 
:mmu.cgi: Pharmaceutical Cc rp . , USA 
i'CT Int . Appl . , (,5 pp. 
CODEN: PIXXD2 
: 'at ei 



patent no. 



RW; AT, BE, C 
AU 933^917 
EP f>2178 0 

R: AT, BE, C 
JP 0'>SG323 9 
CN 107&153 
PRIORITY APPLH. INFO.: 

OTHER SOURCE S : 
AB Hist. amine derivs. 
count ei" ion,- R = 



3 S 9 1 7 
9 0 4 617 



19 92 823 2 29 
1 ?9 3 US6C 4 



NL, PT, SE 



, MC, NL, 
19 »3 i')l 19 
1 9-J3IU19 

, L\\ MC, 
19 »3 01 19 
19 ) 3 (.) 1 2 1 
1 9920121 
19 J3U119 



Me CONHZ; A = 



substituted 
: aer. -'ens i 



ar.i.. or with a peptide 
derived from the an: iq 
1C0 mg/kg had no laj, 



1 9.-: response *. c 



with Hi 
rel d ] 



S NHCHMe CH2 4CCNHC6H4CF3 



A"TH> F ■ 

CORPORATE : : ' 'r "F 



pept idea 



PUB . COUNTRY: 
DOCUMENT TYPE: 

FILE SEGMENT: 
ENTRY MONTH : 
ENTRY DATE: 



PROCEEDINGS OF 
UNITED STATE? 
Ji'Urr.j. code 
Un.tei ?tate c 

J( '11 n-i.; Ai t . c 



THE NATIONAL A CAE EM Y OF 
',F AMERICA, 13 93 Aug 15 
?blbH"n . ISSN: GC27 8424 

JOURNAL ARTICLE 



SCIENCES OF THE 
90 16' 760812 



Entered Medl 
T cells control the majority 
Therefore, mf lueiK l :.g the -j 
modify immune re:p ;: n;- :\ eriesr 
a mouse model of i v sr. ur.s* to 
.i.n.a:;s . 



Pi .or : Vj Jout nils 
1 V 9 ■ 3 

Entered STN ; I 1931 KM 

L<.:;t "peaked on STN; 19931 008 



protein allergen m 
derived from Fel d I 
immune responses t : 
polypeptides. T te.L 
d I peptide IPC : af 
subcutaneous toleriz 
production of inter! 
d I immunization of 
primarily to one peptide de 
I. Injecting this peptide i: 
activation (as measured by 



1 '9 -0923 

ant.qen specific immune responses . 
d' i >n of the T cell response in order to 
. an obvious therapeutic goal. We have used 
Pel d ! the major cat 
• ) expl a.e the ability of peptide* 
inn: to* T C"ll dependent 
peptides vh-nselves and to larger 



f rum 



t L 2 J-'l 



production in Fel d '■ pr.ned Jininal.-: when they are 



:HAF. m.ce respond to the Fel 
. -.'jige w.th IPC 2. However, 

• u IPC : prevents this response as measured by 

ind 4 .«nc interferon gamma. Pel 
. .>* results in T-cell responses 
. "t-d 1 1 ' >m Fel d 
soluble form inhibits T cell 

2 production) and antibody 



subsequently challenge wj:.:, 
cat allergic human T cel. re. 
specific for two peptides or. 



peptide in adjuvant. Most of the 
pi ins;e * o Fel d 1 is 

■me of its two chains. Immunization 



results in T cell re.|r.n:t^ t. i the :are peptides. Subcutaneous 

administration of tn- t e * w-: peptides, which contain some, but 

not all, of the 7 :ei:. epitopes iron Fel d I chain I, 

decreases the T cell i espor.se to t.h*- entire recombinant Fel 

d I chain 1. The ar.i-i.ty t: .: t i.er.zt- 1 cell responses with 

subcutaneous inject Lit. s l - u ?at -.it. s <j practical approach to treating human 

diseases with peptides ci <w. a n i ng T cell epitopes. 

Peripheral T-cell tolerance induced ir. naive and primed mice by 

subcutaneous inject !■ n of peptides : rom the major cat allergen 

Fel d I 

in ordei to mcdif/ immune : es pons iveness is an obvious 
therapeutic goal have -se-i a moi.se model of response to Fel 

d I the major cat pirtein a..ergen ir. humans, to explore the 
ability of peptides ceiive^: r rom Fel d I to 
inhibit T - cell - dependent --rmuue responses to the peptides 
themselves and tc I^iner p : ! ypept . des . T cells from B6CBAF1 mice respond 
to the Fel d I peptide IPC 1 irter ehaiienge 

with IPC-2. However = ubou': ,n :•-.<. >us t< 'lerization with IPC 2 prevents this 
response as meas'.j] ed ty pr :du -t ion <.f interleukins 2 and 4 and interferon 
gamma. Fel d I imu-i . vat i on of B6;)2.-'l mice results in 
T cell responses primnriiy " o one peptide derived from 
Fel d I.. Injecting tr... s peptide in soluble 

form inhibits T ceLL iictiva'i n, <ns measured by interleukin 2 production) 

and antibody product . or. in Fel d 1 j rimed animals when 

they are subsequently c hni. lei: it-d wi*h peptide in adjuvant. Most 

of the cat allergic nunan r (■•-..] ; e. pense to Fel d I 

is specific for two peptides un one of its two chains. 

Immunization of MCBAF1 r;... :e w..th rt-ocmb mant Fel d I 



chain 1 results : r. T 
Subcutaneous admimr 
some, but not all, o! 
chain I , decrease? t; 
Fel d I chain 1 . Trie 
responses with subcr 
treating human d.rea. 
epitopes . 

CT 

b iosynt hes i s 

Int.erleukin 2: t- ; , ; 
Interleukin 4 : II, ; 
Lymph Nodes: IM. i-i; 
Mice 

*M i ce , I nbred S: ; ; o 
Sp.een:. IM, imy. :. . 
T- Lymphocytes i DE . 



cel. n 
rat '. on 
the r 
e. T ce 
at i lit 



: pcrisfs t.c the same peptides, 
of these two peptides, which contain 
ce. 1 epitopes from Fel d I 
1 : espor.se to the entire recombinant 
to tolei ize T cell 
s in ect.iui'.s suggests a practical approach to 
th peptides containing T ceil 



drug effects 



L9 ANSWER 2 3 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 
AUTHOR : 

CORPORATE SOURCE : 

SOURCE : 

PUB. COUNTRY: 
pnO.TMFNT TYPE : 



4 me:;:. :n.-i duplicate io 

- ' - i 31 PubMed IC : B3"'3C:;'- 

Tt .e r a; eut ■. potential of peptides in allergic disease. 
No: ma:. P : 

Jt't.io HopLns Asthma and Allergy Center, Baltimore, 
Mai yl..nd. 

ANNAL~ CF AOLH^.Tr, I 1 > 9 3 Sep 7 1 3 3 3 0 3. Ref : 10 
Journal cod-- : . j 4 . ICON: 000 3 4 7 3 8. 
Un: ted Stat.' 1 ? 



pv, ien: s : 
intervention pi:.- 
may produce unto 
i mmu n o t. h e i a p y d -- 



: i:y a:;: v3: nr.! 1 . , ; ? type of 
increase : IgE antibody synthesis that 
Recent research has suggested that sue 
-n' f indicating that regulation r> 



: eact i ens ^ ecu : : 
peptides lepresen 
ft : ncipa 1 a \ le: 
d I of cat - Ass-iy 
and cat sens i ; : vc 



e a : r r. e : s s y n ' r. e s i z e d 
e prctem chains ci 
ed and Fel 
lines from ragweed 
elatively short sequen 



these proteins are i-.-"":c::sicle for a ma] or portion of the activity of the 
whole protein. )re si ;h cat peptide has shown no reactivity with 
human IgE. The ■:i.ara: , eris:ics of these peptide* suggest they 
should be evaluated Either .r. riiri.cal trials of allergic patients. The 
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